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The 66th meeting of the Endocrinologic and Metabolic Drugs Advisory Committee of the Food
and Drug Administration Center for Drug Evaluation and Research took place at the Bethesda
Holiday Inn, 8120 VVsconsin Avenue, Bethesda, MD on February 20, 1997. The meeting was
attended by approximately 250 people. The issue was NDA 20-560/S-003, FosamaxTM,
(alendronate sodium) presented by Merck for a prevention indication. Committee members
had been provided with a briefing document from the sponsor and the review division of the
agency approximately 20 days before the meeting.

The session began at 8:00 am with the call to order, introductions of Committee members and
opening comments by Cathy W. Critchlow, Ph. D., Acting Chair. The Meeting Statement
regarding conflict on interest was read by Kathleen Reedy, Executive Secretary of the
Endocrinologic and Metabolic Drugs Advisoty Committee.

Three people testified at the Open Public Hearing; Sandra C. Raymond, Executive Director of
the National Osteoporosis Foundation, Linda Johnson and Phyllis Smolkin, patients, and
Cindy Pearson, Executive Director of the National Women’s Health Network. Another patient,
Judy Simon, submitted a letter of testimony, all in support of approval.

The Merck Presentation consisted of the Introduction by Edwin Hemwall, Ph. D., the Efficacy
Overview presented by A. John Yates, M.D., the Safety Profile given by Anastasia Daifotis,
M.D. and the Summary by Bonnie Goldmann, M.D.

The FDA Presentation was introduced by Gloria Troendle, M. D., Deputy Director of the
Division of Metabolic and Endocrine Drug Products, the Medical Review was presented by
Samarendra Dutta, M.D., Medical Officer, and the Statistical Review by Dan Marticello,
Mathematical Statistician, Division of Biometrics 2.

The discussion resulted in these responses to the questions posed to the Committee.

1. Do results of controlled clinical trials provide substantial evidence (by BMD) that
alendronate is effective in prevention of osteoporosis in postmenopausal women?

Yes -7 4 with modifications in wording.

2. How should the target population be defined for the pharmacologic prevention of
osteoporosis?

a) Is there a level of bone mineral density that should be considered diagnostic of significant
potential risk?

a negative BMD -2 Abstain -5

b) Should all women who are postmenopausal, younger than 60 years of age, and have low
bone density be treated prophylactically?

Yes -5 No-2

c) Should other risk factors, such as family history, small body build, or early menopause be
used to determine the need for preventive therapy instead of bone density measurement?

Yes -7



.

d) Should alendronate be recommended for women who are candidates for hormone
replacement therapy?

Offered as a choice
e) Are there other criteria that should be used to determine who should receive alendronate

for the prevention of osteoporosis?
No-6 1-2 subsequent BMD showing accelerated loss

3. Do the BMD data on 2.5 and 5 mg of alendronate per day demonstrate that the 2.5 mg
dose is an acceptable minimum dose for the prevention of osteoporosis?

No-7
Alternatively, is the 5 mg dose proposed by the sponsor the most appropriate choice for
preventive therapy?

Yes -7

4. Taking into consideration the overall benefits and risks, do you recommend that alendronate
be approved for prevention of osteoporosis in postmenopausal women?

Yes -7

5. Do results of the vertebral fracture study (FIT) and those of the U.S./Multinational
postmenopausal osteoporosis treatment studies provide substantial evidence that
alendronate is effective for prevention of vertebral (compression), hip and wrist fractures?

Yes -7

6. Taking into consideration the overall benefits and risks, do you recommend that alendronate
be approved for prevention of fractures of the spine (compression), hip and wrist in
postmenopausal women with pre-existing vertebral fractures?

Yes -7

7. Do you recommend changes in the material proposed by the sponsor for incorporation into
the Indications and Usage section? Is there any need to incorporate further safety
information based on the submitted studies?

No-3 3- relationship to estrogen

The meeting was adjourned at 3:30.

Kathleen Reedy, Executive Secretary
Endocrinologic and Metabolic Drugs Advisory Committee


